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REMARKS 

I. Petition for Extension of Time 

Applicants herewith petition the Commissioner for Patents to extend the time for 
response to the Office action mailed 27 March 2006 for three months from 27 June 2006 to 
27 September 2006. Authorization is given to charge the extension of time fee of $1020.00 (37 
C.K.R. §§1.136 and 1.17) to Deposit Account No. 23-1703. Any deficiency or overpayment 
should be charged or credited to the above numbered deposit account, 

EL Examiner Interview 

On behalf of the Applicants, the undersigned Attorney wishes to thank the Examiner for 
die coui Lcsy of Uic telephonic Interview iliai Look place on 14 March 200d. Applicants submit 
that the Rxammer-lnitiated Interview Summary provides a complete written statement in 
satisfaction of 37 C-F-R- §l-133(b) as to the substance of the interview with regard lo the merits 
of the subject application. 

m. Claim Rejections - 35 U.S.C. 5103(a) 

A. US 6,245,351 to Nara et aL ("Nara") 

in view of US 5,225,202 to Hodges et aL ("Hodges") 

Claims \, 3, 6-8, 12-18, 20 and 25-29 are rejected under 35 U-S,C. §103(a) as allegedly 

being unpatentable over Nara in view of Hodges. 

1. The claimed invention 

The active ingredient of the claimed dosage form is an omeprazole compound. It is 
established in the literature that the target site of omeprazole is the small intestine where the pH 
is near neutral (specification, p, 2, lines 4-9), The core of the claimed dosage form contains a 
sufficiently large amount of an alkaline agent, i.e., approximately 10 to 35 % by weight of the 
core material excluding the weight of an optional starter seed. The alkaline agent acts to 
neutralize acidic gastric fluids adsorbed through the semipermeable membrane while the dosage 
form, which is not enteric-coated* passes through the stomach en route to the small intestine. 
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2. Nam does not teach the desirability to obtain stabile acid labile compositions. 

The claimed invention is f^pfirrially rnncmicd with the preparation of a stabile acid labile 
formulation especially since the core containing the omeprazole compound is not protected with 
an enteric coating. 

While it is true that Nara discloses a broad range of possible active ingredients (col 3, 
lines 35-63), including omeprazole and lansoprazole, Nara is silent with respect to the unique 
problems associated with the formulation of dosage forms having an acid-labile substance as the 
active ingredient. This is no surprise since Nara is concerned with opiod compounds which are 
expressly preferred by Nara (coL 3* line 65). 

The Examiner appears to agroe since the statement l< because Nara teaches the desirability 
to obtain a stable acid labile composition" which appeared on page 6 7 lines 1-2, of the previous 
Office Action, mailed 1 7 August 2005, is noticeably missing from the outstanding Office Action, 
mailed 27 March 2006. 

3. Nara docs not teach the amount of alkaline a dditive in the core, 

Nara discloses a drug-containing core which is not enteric-coated and which optionally 
includes a lubricant, e.g., talc. On page 4 of the Office Action, the Examiner acknowledges that 
ttf Nara does not explicitly teach the amount of alkaline additive present in the core". 

4. The omeprazole compound of the claimed invention would be degraded and 
rendered therapeutically ineffective if released at the pH values taught bv Hodges. 

The Examiner relies on the disclosure by Hodges of an enteric-coated tablet core 
containing the active and a buffering agent within the range of from about 1 to about 20% by 
weight (coL 3, lines 20-26). The Examiner concludes, therefore, that it would have been obvious 
to use an alkaline additive in an amount taught by Hodges to obtain a stabile acid-labile 
composition. Applicants respectfully disagree. 

It has been established that the primary reference to Nara does not teach the desirability 
to obtain stabile acid labile compositions, in particular, formulations containing an omeprazole 
compound as the active. 



-3- 

NF.WYOkK .T7M33V \ I [ 3763 339 J. DOC] (2K) 



PAGE 317 1 RCVD AT 9/15/2006 10:13:44 AM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-5/17 ' DNIS:2738300 ' CSID:2128197583 * DURATION (mm-ss):02-30 



FROM W&C LLP 19TH FL. 



(FRI) 9. 15' 06 10: 14/ST. 10: 13/NO. 4260454939 P 4 



Serial No. 09/646,852, Hied Sept. 22 ? 2000 
Docket No. 1 103326-0636 
Page 4 of G 

The secondary reference to Hodges is admittedly related to formulations containing a 
medicament that is sensitive to a low pH environment of less than 3. However, it is an express 
teaching of Hodges that the formulations are designed to have sood drug release properties at 
pH Greater than 3 (Abstract; col. 1, lines 6-12). The only disclosed examples of such a 
medicament are "pravastatin, erythromycin, ddl (dideoxyinosine), digoxin, pancreatin, ddA, 
ddC, and the like" (col. 3, lines 16-21). All of the working examples, i.e., Examples 1 and 2, are 
directed to compositions containing pravastatin. 

Hodges does not teach nor disclose and is apparently not concerned with acid labile 
compounds such as omeprazole and the unique problems associated with the preparation of 
dosage forms containing an omeprazole compound as the active. Preparation of an omeprazole 
formulation in accordance with Hodges where the omeprazole compound is released in a low PH 
environment, e.g., pH > 3, would be disastrous for the omeprazole compound. Specifically, the 
omeprazole compound of the claimed invention would be degraded in the pH environments 
disclosed by Hodges, In this regard, the Examiner's attention is directed to the Information 
Disclosure Statement, filed 27 February 2003, and the article cited therein, Pilbrant, A, et al., 
Development of an oral formulation of omeprazole, Scandinavian Journal o f Gastt ocntcrQio.^V, 
20(suppl. 108);1 13-120 (1985). On page 113 of the article which is attached hereto for the 
"Examiner*!; convenitmct;, the authors state that the rate of degradation of omeprazole proceeds 
with a half-life oflcss than 10 minutes at pH values below 4. 

In contrast to the low pH environments disclosed by Hodges, it is established in the 
literature that the target site of omeprazole is the small intestine where the pH is near neutral 
(specification, p. 2 y lines 4-9), On page 1 13 of the same article by Pilbrant et al. 7 it is stated that 
the half-life degradation of omeprazole at pH 6.5 is 1 8 hours. 

Accordingly, reading just the Abstract of Hodges, the skilled artisan contemplating the 
preparation of a stabile formulation containing an omeprazole core which is not protected by an 
enteric coating would disregard Hodges as inappropriate and incompatible for such a 
formulation. 
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5. There is no motivation to combine Nara and Hodges. 

The primary reference to Nara does not teach the desirability to obtain stabile acid labile 
compositions. Hodges discloses pharmaceutical formulations which release in low pH 
environments, e.g., pH > 3, which would render the claimed dosage form unstable and resulting 
in a rapid degradation of the omeprazole compound- 
Therefore, there would have been no motivation at the time the claimed invention was 
made to combine Nara and Hodges. The low pH environments disclosed by Hodges may be 
suitable for pravastatin, an HMG CoA reductase inhibitor, used in cardiovascular medicines. 
However, as indicated by the Pilbrant et al. article, the omeprazole compound of the claimed 
invention would rapidly degrade in such low pH environments. 

Whether taken alone, or in combination, neither Nara nor Hodges discloses or suggests 
the claimed omeprazole formulation which is not enteric coated but which advantageously 
reaches the neutral pH environment of the small intestine where it is released and absorbed to 
provide the intended therapeutic benefit. 

For all of the foregoing reasons, a prima facie case of obviousness has not been 
established. Accordingly, withdrawal of the §103 rejection of claims 1, 3, 6-8, 12-18, 20 and 
25-29 based on the combination of Nara and Hodges is requested- 

B. Nara, Hodges and US 4 ,795,644 to Zentner ("Zentner") or 
US 6,013,281 to Lundberg et al. ("Lundberg") 

Claims 9 and 10 are rejected under 35 U.S.C. §1 03(a) as allegedly being unpatentable 
over Nara in view of Hodges and Zentner or Lundberg. 

Zentner is cited by the Examiner for the alleged disclosure of sodium mono- or di- 
phosphate as a pH modifying agent Lundberg is cited for the disclosure of arginine as an 
alkaline reacting compound. 

Claims 9 and 10 are directly or indirectly dependent on claim 1. For all of the reasons 
given in Section 111(A), above, there would have been no motivation at the time the claimed 
invention was made to combine Nara and Hodges to arrive at the claimed invention, for example 
as defined by claim 1. Neither Zentner nor Lundberg overcomes the failure of the combination 
of Nara and Hodges to establish a prima facie case of obviousness. Accordingly, withdrawal of 
the §103 rejection of claims 9 and 10 is requested. 
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C Nara. Hodges and WO 98/54171 ("Cotton") 

Claims 4, 5 and 23-26 are rejected under 35 US.C. §103(a) as allegedly being 
unpatentable over Nara in view of Hodges and Cotton. 

As stated by lhe Examiner on page 5 of the Office Action, Cotton is cited for the 
disclosure of the magnesium salt of S-omeprazole as an active ingredient Applicants submit 
that Cotton does not over come the deficiencies of Nara and Hodges to establish a prima facie 
case of obviousness for the reasons given in Section 111(A). Withdrawal of the § 103 rejection of 
claims 4, 5 and 23-26 is requested. 

CONCLUSION 

Applicants have made a good faith attempt to respond to the Office Action. It is 
respectfully submitted that claims 1, 3-10, 12-18, 20 and 23-29 are in condition for allowance, 
which action is earnestly solicited. 

Any fees due in connection with this response should be charged to Deposit Account No. 

23-1703. 

Dated: IS ^pW^ ~<3^>b Respectfully submitted, 




Attachment : p.l 13 of Pilbrant, A, et aL, Development of an oral formulation of omeprazole, 
Scandinavian Journal of Gastroenterology, 20 (suppl. 108):1 13-120 (1985). 




John M. Genova 
Reg, No. 32,224 



Customer No. 07470 
Direct Dial: (212) 819-8832 
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vibrant A, CederbeVj C. Development of an oral formulation of omeprazole. 
Scand J Qastrocnecrol !9B5;2CXsuppl K>8):11*-120. 

On^^mple has a low water iolubility *nel u ehemicaJiy labile in an arid environment. In 
the (ovulation ofanoraJda^ re fonn of omcpTaiplt ibspouibiiiiiciof dluoluliDn ra<? 
limited absorption and preabsorplion def radaiion must be keptin mind. A wa term jpen* 
sion or omeprazole teiled in a pilot bioavailability itudy. The »uj pension was 
ft) Yen to iix healthy, futinr volumes? OH two occasions - together wilh i£x£um bicv- 
bonaiC solution and together wfoh the same volume of water. When the lus^nlion wv 
given with waier the bioavailability was reduced by about 50 *h cwin x i D prcabsorfiiioh 
degradation. In another bio*«Habjljiy siiidy the slowc* ofihrrt tfanuJc formulation* 
wtch tiif ferine vri/p dissolution n« JhowcH a nrdurcd rxicnt of abi*rp:i*n_ 

A conirolird-rclrtic pzl\tt forrouUVloti (eiu eric -eoa led* was formulated ar»d lotcd in ^ 
series of bioavailability »mdie±. A wneje dose civen wijh food reuhed it, a debyed 
ib*Orpiion and poiiibly lower bioavailability than under fastini conditions When iht 
g ran ulcj were rJven On Aft en»piy sioniai-h before ih« morniji 4 . r»>^l the lenyili uf lime 
briTCA dotage and meal was oi" no importance Concomitant administration of a liquid 
. antacid bad no influence on the bioavailability of omeprazole. 
AVr-^nir B ioava i lab i lit yt control I e4 release: dosage form: enienc eoaiinr: emcpnudc 
viability 

Akr PUbtynL farm. Ut* Dcpt of fharmecei/ticx AB Hs^ls. 
S-JJf SJ SWntiaL S*re'ert • 
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Introduction 

Omeprazole (Figure I)' is a substituted beni- 
imidaiole which selectively inhibit* the proton 
pump in (he satiric mucosa (I. 2). Omeprazole ii 
very 5 lightly soluble in water, but h very soluble in 
alkaline solutions a* [he negatively charccd ion. H is 
an ampholyte with pK 3 — 4 (pyridinium) and S.S 
Ibenzimidaxole).- 

Omeprazole degrades very rapidly in water solu- 
tion* at low pH-value*. Fijun: 2ihowx a plot of the 
logarithm of the observed rate constant for 
degradation as a function of pH« In each experi- 
ment, ihc initial, pseud o-fim-ordcr rate of 
degradation was calculated from the amount of un- 
changed omeprazole in buffer solutions 13). The 
rate of degradation proceeds v/uh a half-life of less 



than 10 minutes at pH-values below 4. AtpH 6 J the 
hair-life of degradation is 18 hours; at pH II about 
500 days. 

Preform ula i ion siudics have shown tha: moijrvife, 
Solvents and acidic substances have a dcIcLcrious ef- 
fect an ihc stability of omeprazole and should be 
avoided in pharmaceutical forrnuUtioru- 




Fiturt I. Offifrprazole, K 162/68, j-rnethny-2-IH-^ 
methcayO.r-dimethyl-S-pyridinyn meipyt| MAnyl! -IH- 
benzimidazolc 
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